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Abstract
Esophageal papilloma is a rare endoscopic ﬁnding. Lesions are usually less than 5 mm, appear as a solitary sessile nodule,
and are located in the middle or upper part of the esophagus. The surface has a warty-like structure. Malignant potential of
esophageal papilloma is unknown. The essential differential diagnosis of esophageal papilloma comprises squamous cell,
verrucous carcinoma, and hyperkeratotic lesions. Owing to missing data there are no therapeutical recommendations. In a
pragmatic approach, lesions should be removed endoscopically. This article is part of an expert video encyclopedia.
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Materials
• Endoscope: EG-590WR; Fujiﬁlm Inc., Saitama, Japan.
• Spraying catheter: PW-5L; Olympus, Hamburg, Germany.
• Solution: Lugol dye chromoendoscopy, 2%.
Background and Endoscopic Procedures
Esophageal papilloma is a rare endoscopic ﬁnding with
prevalence under 0.3%, without a predilection for gender.
These benign tumors are usually less than 5 mm and appear as
a solitary sessile nodule with a warty-like surface. However,
very rarely they may also appear as large areas with irregular
surface, as shown in the video demonstration. Most papil-
lomas are located in the middle or upper part of the
esophagus. They do generally not cause clinical symptoms.1
Histologically in papillomas, mature squamous epithelium
is arranged along a branched ﬁbrovascular stalk with an exo-
phytic, endophytic, or spiked architectural pattern.2
The underlying etiology remains unclear. Infection with
human papilloma virus (HPV) has been described, but more
than 50% of esophageal papillomas have tested HPV negative.
However, it should be kept in mind that HPV testing has a gray
zone due to the fact that it does not test for all of the more
than 60 existing HPV subtypes.3 Mucosal damage caused by
gastroesophageal reﬂux have been implicated as a second risk
factor for esophageal papilloma in the distal esophagus.4
Malignant potential of esophageal papilloma is unknown,
whereas squamous papillomas of the oral cavity or orophar-
ynx and anogenital lesions are deﬁned as premalignancies.
There are few individual case reports describing a malignant
transformation of esophageal papillomatosis. This entity has a
different phenotype compared to esophageal papilloma; one
ﬁnds there a superﬁcial, circumferential, rather than a nodule-
like growth pattern.5,6
Differential diagnosis of esophageal papilloma should
comprise squamous cell, verrucous carcinoma, and hyperker-
atotic lesions. As a rare differential diagnosis, an inﬂammatory
ﬁbroid polyp (composed of inﬂammatory cells including eo-
sinophils and ﬁbroblastic tissue) should be considered.7
Owing to missing data, there are no therapeutical recom-
mendations. In a pragmatic approach, lesions should be re-
moved endoscopically. If the histology shows a papilloma, no
further diagnostic or therapeutic steps are necessary. Recur-
rence is uncommon.
Key Learning Points/Tips and Tricks
• Lugol’s dye can effectively differentiate between benign and
malignant esophageal ﬁndings; use of this excellent diag-
nostic tool should be made.
• Malignant potential of esophageal papilloma is unknown;
endoscopic removal is recommended.
Complications and Risk Factors
Lugol’s dye may cause retrosternal pain due to hypersensitivity
to iodine, chemical esophagitis, laryngitis, or broncho-
pneumonia (due to aspiration of the dye).
Scripted Voiceover
Time
(min:sec)
Voiceover text
00:00 This is the upper endoscopy for gastroesophageal reﬂux
disease. To our surprise we ﬁnd this large nodular lesion
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in the middle of the esophagus with semicircular
involvement of the wall.
It is a bizarre polypoid mass and the nodules have some
ﬁbrin covering and resemble hyperplastic polyps within
the stomach.
00:23 Above the lesion there is some esophagitis.
00:38 Let us have a look at the lesion in the FICE mode. In this
case virtual chromoendoscopy does not help us to
demarcate the lesion as there is no increased
vascularization of the lesion.
00:51 In a next step we perform Lugol’s staining of the mucosa.
01:02 We ﬁnd regular uptake of the iodine solution with a
homogenous and regular brown staining of the
esophageal mucosa. The complete surface of the lesions
surface is also stained with Lugol’s dye. This strongly
argues against a malignant lesion, especially a
squamous cell carcinoma. Biopsy sampling from the
lesion revealed typical histology of an esophageal
papilloma.
1:30 The following images show the typical appearance of
small papillomas as you know them from routine upper
endoscopy. In contrast to the large papilloma in our
demonstration the vast majority of papillomas represent
as small nodular tumors, pedunculated, or with an
iceberg appearance.
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